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Art Unit: 162 6 

DETAILED ACTION 

Claims 2-6, 8-11, 13-15 and 17-27 are pending in 

the application. 

Election/Restrictions 

Applicant's election with traverse of Group I 
(claims 1-17 and 26 - drawn to products of formula (I) 
wherein X is S) in the reply filed on July 15, 2009 was 
acknowledged in a previous Office Action. The 
requirement was deemed proper and therefore made FINAL 
in a previous Office Action. 

Subject matter not embraced by elected Group I and 
Claims 18-25 are withdrawn from further consideration 
pursuant to 37 CFR 1.142(b), as being drawn to a 
nonelected invention, there being no allowable generic 
or linking claim. Applicant timely traversed the 
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restriction (election) requirement in the reply filed 
on July 15, 2009. 

Information Disclosure Statement 

The Examiner has considered the Information 
Disclosure Statement filed on January 13, 2011. The 
submission is in compliance with the provisions of 37 
CFR 1.97. Accordingly, the information disclosure 
statement is being considered by the examiner. 

The rejections and objections made in the previous 
Office Action that do not appear below have been 
overcome by Applicant's amendments to the claims. 

Therefore, arguments pertaining to these rejections and 
objections will not be addressed. 
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Claim Rejections - 35 USC § 112 

The following is a quotation of the second 
paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly 
pointing out and distinctly claiming the subject matter which the applicant 
regards as his invention. 

Claims 6, 9 and 11 are rejected under 35 
U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim 
the subject matter which applicant regards as the 
invention . 

Claim 6 lacks antecedent basis from currently 
amended claim 2 since the variable in currently 
amended claim 2 does not represent Ci-Ce alkyl. See 
claim 11 for same. 

Claim 9 lacks antecedent basis from currently 
amended claim 2 since the variable in currently 
amended claim 2 does not represent phenyl. 
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Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate 
paragraphs of 35 U.S.C. 102 that form the basis for the 
rejections under this section made in this Office 
action : 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or 

a foreign country or in public use or on sale in this country, more than one 
year prior to the date of application for patent in the United States. 

Claims 2-5, 8, 11, 13, 14, 26 and 27 are rejected 
under 35 U.S.C. 102(b) as being anticipated by: 

a) Inaba et al. {JP 2002/53566 A} - Compounds 154 
and 155 (reproduced below) on page 31 of 84 of the 
previously supplied English translation of JP 
2002/53566; 

b) Chemical Abstracts Registry Number 472981-38-7 
{indexed in the Registry file on STN CAS ONLINE 
November 11, 2 002}; 
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d) Chemical Abstracts Registry Number 472981-35-4 
{indexed in the Registry file on STN CAS ONLINE 
November 11, 2 002}; 

i) Chemical Abstracts Registry Number 472979-27-4 
{indexed in the Registry file on STN CAS ONLINE 
November 11, 2 002; 

n) Chemical Abstracts Registry Number 368859-44-3 
{indexed in the Registry file on STN CAS ONLINE 
November 12, 2001; 

o) Chemical Abstracts Registry Number 368857-86-7 
{indexed in the Registry file on STN CAS ONLINE 
November 12, 2001; 

q) Chemical Abstracts Registry Number 368857-82-3 
{indexed in the Registry file on STN CAS ONLINE 
November 12, 2001]; or 

s) Suciu et al. {CA 75:35865, 1971} - see the 
compound of CA Registry No. 32519-86-1. 
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Each of the above cited prior art disclose at least 

one compound which is embraced by the instant claimed 

invention. Note on page 18, lines 18-25, of the 

instant specification, it states that the compounds of 

Formula (I) embrace pharmaceutical acceptable salts of 

compounds of Formula (I) . Therefore, each of the above 

cited prior art anticipates the instant claimed 

invention . 

Response to Arguments 

Applicant's arguments filed January 13, 2011 have 
been fully considered but they are not persuasive. In 
regard to the rejection of the claims over compounds 
154 and 155 in Inaba et al. (page 31 of the English 
translation) , Applicant argues that the instant 
variable definition does not embrace a cycloalkyl- 
carbonyl- and that a Ci-Cealkyl-Cs-scycloalkyl 
substituted by oxy is not within the substituents 
listed in the claims. 
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Applicant's arguments have been considered but have 
not been found persuasive. As stated in the previous 
Office Action, Compounds 154 and 155 (reproduced below) 



are embraced by the instant currently amended claims 
when is -NR^R^- R^ is hydrogen; R^ is Ci-Ce alkyl C3-C8 
cycloalkyl; R^ is H; R^ is Ci-Ce alkyl; R^ is Ci-Ce alkyl; 
and X is S. Note that on page 16, lines 20-28, of the 
instant specification (reproduced below) , 




01 a**'40assa 
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the substituent groups embrace unsubstituted or 
substituted unless otherwise constrained. The list of 
possible substituents substituted on groups such as 
"alkyl" is open-ended since the paragraph ends with 
""and the like". Further, claims are not limited to the 
disclosure of the specification. Claims are given 
their broadest interpretation and therefore, any 
substituent can be attached to groups such as "alkyl" 
because such specific substitution limitations are not 
found in the claims. So, the instant variable 
position of Compounds 154 and 155 is a cycloalkyl- 
carbonyl wherein the instant Ci-Cg alkyl Ca-Cg cycloalkyl 



substituent, defined by R , is a substituted alkyl 
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(i.e., an alkyl substituted with an oxo) . Therefore, 
Inaba et al. anticipate the instant currently amended 
claimed invention. 

Applicant argues that the instant variable 
definition has been amended and therefore, previously 
cited prior art references (b)-(r) do not anticipate 
the instant claims. In response. Applicant only 
amended one independent claim, that being instant claim 
2. However, instant claim 27 is also an independent 
claim which was previously rejected under 35 USC 
102 (b) . The above cited prior art references (b) , (d) , 
(i) , etc. still anticipate species found in independent 
previously presented claim 27. See, for example, the 
tenth species listed on page 22 in claim 27; the 
twelfth species listed on page 22 in claim 27; etc. 
For all the reasons given above, the rejection is 
deemed proper and therefore, the rejection is 
maintained. 
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Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) 
which forms the basis for all obviousness rejections 
set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 

differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 2-6, 8-11, 13-15, 17, 26 and 27 are rejected 
under 35 U.S.C. 103(a) as being unpatentable over Inaba 
et al. {JP 2002/53566 A}, Wu et al. {WO 2006/050351 A2 } 
and Takaya et al. {U.S. Patent 4,649,146}, each taken 
alone. An English translation was provided of the JP 
document with a previous Office Action and will be 

referred to hereinafter. 

Determination of the scope and content of the prior art (MPEP 

§2141.01) 

Applicant claims thiazole compounds. Inaba et al. 

(see entire document; particularly page ii of 48 thru 
page 16 of 48, page 25 of 4 8 thru page 2 6 of 48; and 
especially Compounds 154 and 155 on page 31 of 84) , Wu 
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et al. (see entire document; particularly pages 4, 5, 7 
and 10-12, and Formula Ic on page 5; and especially 
Compound Number 2 in Table 1 on page 18) and Takaya et 
al. (see entire document; particularly column 1; 
formula [Ik] at the top of column 5, lines 1-5; column 
11, lines 28-33; column 12, lines 41-45; and especially 
Examples 85 and 87 in column 4 6 and Example 123 in 
column 55) each teach thiazole compounds that are 
either structurally the same as (see above 102 
rejection) or structurally similar to the instant 
claimed compounds. 

Ascertainment of the difference between the prior art and the claims 

(MPEP §2141.02) 

The difference between some of the thiazole 
compounds of the prior art and the compounds instantly 
claimed is that the instant claimed thiazole compounds 

are generically described in the prior art. 

Finding of prima facie obviousness — rational and motivation (MPEP 

§2142-2413) 
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The indiscriminate selection of ''^some'' among ''^many'' 
is prima facie obvious. In re Lemin , 141 USPQ 814 
(C.C.P.A. 1964). The motivation to make the claimed 
compounds derives from the expectation that 
structurally similar compounds would possess similar 
activity (e.g., protein kinase Cy inhibitors). 

One skilled in the art would thus be motivated to 
prepare products embraced by the prior art to arrive at 
the instant claimed products with the expectation of 
obtaining additional beneficial products which would be 
useful as, for example, a pain killer. The instant 
claimed invention would have been suggested to one 
skilled in the art and therefore, the instant claimed 
invention would have been obvious to one skilled in the 
art . 

At the very least, such renders at bar obvious as 
regards these structured compounds and, as regards 
homologous, isomeric, or other "similar" compounds 
encompassed in the claims, such are obvious, under 35 
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U.S.C. § 103 over said reference compounds. In order 
to establish patentability, there must at least be a 
comparative showing establishing distinguishing 
characteristics allegedly showing that claimed 
compounds are unobvious . 



Response to Arguments 

Applicant's arguments filed January 13, 2011 have 
been fully considered but they are not persuasive. 
Applicant argues that: (1) there is no evidence that 
one of ordinary skill would have selected the prior art 
compound as the lead compound; (2) one of ordinary 
skill must have reason to attempt to make the claimed 
compound by modifying the lead compound; and (3) there 
must be a reasonable expectation of success in making 
the claimed compound. 

All of Applicant's arguments have been considered 
but have not been found persuasive. As stated in the 
previous Office Action, the factual inquiries set forth 
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in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 45 9 
(1966) , that are applied for establishing a background 
for determining obviousness under 35 U.S.C. 103(a) are 
summarized as follows: 

1. Determining the scope and contents of the prior 
art . 

2. Ascertaining the differences between the prior 
art and the claims at issue. 

3. Resolving the level of ordinary skill in the 
pertinent art. 

4. Considering objective evidence present in the 
application indicating obviousness or 
nonobviousness . 

Each of the factual set forth in Graham v. John Deere 
Co. have been addressed in the above 35 USC 103 
re j ection . 

Applicant argues that there is no evidence that one 
of ordinary skill would have selected the prior art 

compound as the lead compound and that one of ordinary 
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skill must have reason to attempt to make the claimed 
compound by modifying the lead compound. In response, 
the Examiner' s position is consistent with the later 
decision, Aventis Pharma Deutschland GmbH v. Lupin Ltd. 
84 USPQ2d 1197 (Fed. Cir. 2007), especially the 
following passage at page 1204: "In the chemical arts, 
we have long held that "structural similarity between 
claimed and prior art subject matter, proved by 
combining references or otherwise, where the prior art 
gives reason or motivation to make the claimed 
compositions, creates a prima facie case of 
obviousness." Takeda Chem. Indus. ,■ Ltd. v. Alphapharm 
Pty., Ltd., No. 06-1329, slip op. at 9 (Fed. Cir. June 
28, 2007) (quoting In re Dillon, 919 F.2d 688, 692 
(Fed. Cir. 1990) (en banc)); see also In re Papesch , 
315 F.2d 381, 137 USPQ 43 (C.C.P.A. 1963). The "reason 
or motivation" need not be an explicit teaching that 
the claimed compound will have a particular utility; it 
is sufficient to show that the claimed and prior art 
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compounds possess a ^^sufficiently close relationship ... 
to create an expectation," in light of the totality of 
the prior art, that the new compound will have "similar 
properties" to the old. Dillon, 919 F.2d at 692; see 
also In re Wilder, 563 F.2d 457, 460 (C.C.P.A. 1977) 
('MO]ne who claims a compound, per se, which is 
structurally similar to a prior art compound must rebut 
the presumed expectation that the structurally similar 
compounds have similar properties.") . Once such a prima 
facie case is established, it falls to the applicant or 
patentee to rebut it, for example with a showing that 
the claimed compound has unexpected properties. Dillon, 
919 F.2d at 692.". 

Applicant argues the need for a prior art compound 
to be characterized as a "lead compound" before any 
modification to such compound (s) can be made to show 
obviousness and further seems to assume that the term 
"lead compound" has been defined by the Court in the 
same way as a researcher in the pharmaceutical field 
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might view the term- i.e. as a compound having 
undergone preclinical and/or clinical trials or being 
the most active for a given activity. But this term, as 
evident by the Court in Eisai Co. Ltd. v. Dr. Reddy^s 
Laboratories Ltd. 87 USPQ2d 1452 (Fed. Cir. 2008), 
includes any compound that an examiner or court would 
use as the basis for a structural obviousness argument. 
Note the reference to "a known compound (i.e., a lead 
compound) " (bold emphasis added) on page 1455, first 
full paragraph is not as confining as Applicant's 
interpretation. Thus, in the Examiner's opinion, there 
remains no legal basis that a prior art compound 
selected to show obviousness based on close structural 
similarity and/or an equivalency teaching must be 
particularly singled out for its activity. The fact 
that it is taught to possess activity is sufficient and 
where there is no extrinsic evidence to doubt its 
activity, should not be disqualified where the compound 
has been otherwise shown to be an obvious variant of 
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Applicant's invention. 

The examiner has expressed in the rejection that 
the sole feature that is different between the instant 
claimed compounds and some of the compounds of the 
prior art is that the instant claimed compounds are 
generically claimed in the prior art. See, for 
instance. Compound Number 2 in Wu et al. on page 18 
(reproduced below) 



Table! 



Compoimd 
Number 


Structure 


Physical Data 

jViS (Bt/Z} 






389.1104 


2 


0 

H 


(MH') 
375.0947 



where the only difference between Compound Number 2 in 
Wu et al . and the compounds claimed in instant 
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independent claim 2 is the para attachment to the 
phenyl ring of the methoxy group {i.e., 4-methoxy} in 
Compound Number 2 versus a meta attachment to the 
phenyl ring of the methoxy group {i.e., 3-methoxy} as 
instantly claimed (see definition of the instant 
variable in instant claim 2 and the definitions of the 
R3 and n variables in Wu et al. on page 4) . Thus, 
unlike in Takeda v. Alphapharm , 492 F.3d 1350, 1361- 
1362 (Fed. Cir. 2007) , only _1 difference exists between 
prior art and instant compound, which will also lead to 
active compounds. In Takeda , previously cited, the 
prior art compound relied on by the Examiner in that 
case was documented in more than one reference and by 
expert witnesses as having serious side-effects that 
would be deleterious for its intended purpose. There is 
no such evidence herein. It is further noted that the 
Court in Takeda relied on the unexpectedly superior 
properties of appealed compound over compound b. Thus, 
given the totality of the facts in Takeda, the decision 
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rendered was based on "reasonable expectation" of 
success in performing the intended use, which in that 
case led to the disqualification of the prior art 
compound. Applicant is reminded that the rejection 
made herein is not solely based on an alleged 
structural similarity but also the motivation to modify 
based on the equivalency teachings which include 
choices needed to arrive at Applicant's claimed 
compounds. Therefore, Applicant's argument is not 
persuasive . 

Applicant argues that there must be a reasonable 
expectation of success in making the claimed compound. 
In response, the evidence for a reasonable expectation 
of success in making the claimed compound is supplied 
by the cited prior art references. MPEP 2143.02 states 
the following: 
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Page 



2143.02 |R-6j Ro*t«#»>ns*bU» Fscpe'etatioijj of S«<'*.*«'«*'s l*i Rcqtdi'^tl 

I hiawi oiv.'5uns'-i vote KjKn^tma rl^* pt*>t tsri »mi o^n^ NKtikxi 8( t!v ui s,ouii' h<i\«.' 

to tni^, ^Ji uuiiiUiiv ^kiJl aitlfC iitt Itiftt t)ufti>*hd < (. » Jt^IeJIt^K /ni ^ .^^M) ! S 

L < 0B\101ISNESS REQUIRES ONXY A REASONABLE EXPECTATION 

OF SUCCESS 

Tte prior art can be rrKxiified or coiii>ined to reject cfeiiB as ptima facie obxious as 
iong asttere is a reasonable expectatioiiof siiccess. In re Merck & Co., Inc., 800 F.2d 
1091, 23 i USPQ 375 (Fed. Cir. 1986) (Ckiras directed to a method of treating 
depression with anitripts'liiie (or nontoxic salts tiiereof) were rejected a& prima facie. 
ob\ioiis over pi"br art disclosures tliat aTiit!ipt\ine is a conpoiind known to possess 
psychotropic properties and that iniipraiiiiie is a strocturaify sinilar psychotropic 
corapoiBid known to possess antidepressi\-e propeitbs, in \iew of prior art sisggesting ti:^? 
aforementioned conqroiinds woiid be ejq)ected to Mve simikr acthty because the 
stnictiira! difference between tiK corrpourKfe invoh'^es a known bioisosteric replacenient 
and because a research paper conparii^ tie phannacoiogical propertes oftliese two 
conipounds suggested clinical testing of amitrptviiiie as an antidepressant. The coLirt 
sustained tlie rejection, lindir^ timt the teacliings of the prior art provide a sufBcieiit basis 
tor a reasonable expectation of success.); Ex parte Bhtic, 13 USPQ2d 1383 (Bd. Pat 
App. & Inter. 1989) (Claiie were directed to a process of sterilizing a polyoleMc 

Therefore^ the burden is shifted to Applicant and 

Applicant must present persuasive factual evidentiary 

showing that there was no reasonable expectation of 

success and that a difference in structure would lead 

to a different activity. For all the reasons stated 

above, the rejection is maintained. 
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Conclusion 

Applicant's amendment necessitated the new 
ground(s) of rejection presented in this Office action. 
Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a) . 

A shortened statutory period for reply to this 
final action is set to expire THREE MONTHS from the 
mailing date of this action. In the event a first 
reply is filed within TWO MONTHS of the mailing date of 
this final action and the advisory action is not mailed 
until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, 
and any extension fee pursuant to 37 CFR 1.136(a) will 
be calculated from the mailing date of the advisory 
action. In no event, however, will the statutory 
period for reply expire later than SIX MONTHS from the 
date of this final action. 
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This application contains subject matter not 

embraced by elected Group I {i.e., X is 0} and claims 

18-25 drawn to inventions nonelected with traverse in 

the reply filed on July 15, 2009. A complete reply to 

the final rejection must include cancellation of 

nonelected claims or other appropriate action (37 

CFR 1.144) See MPEP § 821.01. 



Any inquiry concerning this communication or 
earlier communications from the examiner should be 
directed to Laura L. Stockton whose telephone number is 

(571) 272-0710. The examiner can normally be reached 
on Monday-Friday from 6:00 am to 2:30 pm. If the 
examiner is out of the Office, the examiner's 
supervisor, Joseph McKane, can be reached on 

(571) 272-0699. 

Information regarding the status of an application 
may be obtained from the Patent Application Information 
Retrieval (PAIR) system. Status information for 
published applications may be obtained from either 
Private PAIR or Public PAIR. Status information for 
unpublished applications is available through Private 
PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have 
questions on access to the Private PAIR system, contact 
the Electronic Business Center (EEC) at 866-217-9197 
(toll-free) . If you would like assistance from a USPTO 
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Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

The Official fax phone number for the organization 
where this application or proceeding is assigned is 
(571) 273-8300. 



/Laura L. Stockton/ 
Laura L. Stockton, Ph.D. 
Primary Examiner, Art Unit 1626 
Work Group 162 0 
Technology Center 1600 



March 24, 2011 



